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DETAILED ACTION 

1 . This action is responsive to the Response of May 27, 2004. Claim 1 is now 
pending and under consideration. Any rejections not reiterated in this action have been 
withdrawn. This action is NON-FINAL. 

Election/Restriction 

2. Applicant's election with traverse of QRSNLVR for F1 , and QSGNLAR for F2 and 
F3, in the reply filed on May 27, 2004 is acknowledged. 

The traversal is on the following ground(s). First, Applicant argues that 'the same 
election of species requirement has been previously withdrawn by the Office," and that it 
is "inconsistent and inefficient" to reinstate the requirement. Next, Applicant refers to 
the text of MPEP 803.02 and argues that the Office is "improperly refusing to examine 
that which" Applicant regards as their invention. The response urges that the claimed 
invention requires the recitation of multiple sequences, as the claim is drawn to a 
method "of designing zinc finger proteins that recognize a target site of the form 
GNNGNNGNN," and that there "is no appropriate generic language that can be used to 
describe different species." Applicants further argue that the claim has unity of 
invention by virtue of having a common utility and a shared structural feature essential 
thereto, and that it would not be unduly burdensome for the Office to search all of the 
species encompassed by the claim. 

These arguments have been thoroughly considered but are not persuasive. 
First, it is noted that a review of the election requirement of October 9, 2003 and that of 
May 18, 2004 reveals that they are not in fact the same requirement, as they were 
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made on different grounds and had different bases. The requirement of May 18, 2004 
was made because claim 1 , due to the numerous structurally different sequences 
encompassed thereby, could not in fact be searched in its entirety without imposing a 
serious burden. (As evidence of this, it is noted that a search of the single elected 
species took weeks and generated hundreds of pages of results.) Further, as 
discussed in the requirement of May 18, 2004, the various sequences encompassed by 
the claims are sufficiently different that a reference anticipating one would not anticipate 
or render obvious another (thus, the claim meets the requirement for election of 
encompassing inventions that are sufficiently "unrelated and diverse" so as to render 
the instant requirement proper; Applicant is again referred to MPEP 803.02 in its 
entirety, which discusses instances in which an election requirement is in fact proper). 
With regard to Applicants' statements regarding the nature of the claimed invention, it is 
noted that the claim is not in fact drawn to a method of designing multiple proteins that 
bind to an identical target site, but rather to a method of designing a single protein that 
may bind to one of many thousands of different target sites (any target molecule 
containing three copies of the sequence NNG [either contiguously or non-contiguously], 
wherein N may be any of A, C, T, or G). Thus, the claim is not in fact drawn to a 
method limited to species with a common utility and having a common "substantial 
structural feature." Accordingly, Applicants' arguments are not persuasive. It is further 
noted that Applicants have not provided or identified any evidence showing that the 
numerous species encompassed by the claim are in fact obvious variants, or admitted 
this fact on the record. 
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The requirement is still deemed proper and is therefore made FINAL. 

It is noted that Applicants are correct that the instant election of species is for the 
purposes of preliminary search and examination, as discussed in MPEP 803.02 and as 
indicated in the requirement of May 18, 2004. 

3. The species encompassed by claim 1 other than that indicated above as being 
elected are withdrawn from further consideration pursuant to 37 CFR 1 .142(b), as being 
drawn to a nonelected invention, there being no allowable generic or linking claim. 
Applicant timely traversed the restriction (election) requirement in the reply filed on May 
27, 2004. 

Claim Rejections - 35 USC §112 

4. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

5. Claim 1 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 1 is indefinite because it is unclear whether the claim requires any actual 
active method steps, or, alternatively, whether the claim may encompass though 
processes or solely mental steps that result in "designing" a protein. The claim as 
written merely requires several steps of "selecting," and it is not clear from the language 
of the claim that such steps require any actual action or manipulation on the part of a 
practitioner (i.e., it appears that the claim might encompass, e.g., an individual thinking 
about and mentally "selecting" domains so as to mentally "design" a protein). 
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Accordingly, clarification is required with regard to what actual method is encompassed 
by the claim, such that one of skill in the art is clearly apprised of the metes and bounds 
of the claimed invention. 

Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

7. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

8. Claim 1 is rejected under 35 U.S.C. 103(a) as being obvious over Eisenberg et al 
(U.S. Patent 6,453,242 B1 [9/17/02]) in view of Barbas (U.S. Patent 6,140,081 
[10/31/00]) and Case et al (U.S. Patent 6,503,717 B2 [1/7/03]). 

The applied Eisenberg et al reference has a common assignee with the instant 
application, and the applied Case et al reference has a common inventor and a 
common assignee with the instant application. Based upon the earlier effective U.S. 
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filing date of the reference, it constitutes prior art only under 35 U.S.C. 102(e). This 
rejection under 35 U.S.C. 103(a) might be overcome by: (1) a showing under 37 CFR 
1 .132 that any invention disclosed but not claimed in the reference was derived from the 
inventor of this application and is thus not an invention "by another"; (2) a showing of a 
date of invention for the claimed subject matter of the application which corresponds to 
subject matter disclosed but not claimed in the reference, prior to the effective U.S. filing 
date of the reference under 37 CFR 1 .1 31 ; or (3) an oath or declaration under 37 CFR 
1 .130 stating that the application and reference are currently owned by the same party 
and that the inventor named in the application is the prior inventor under 35 U.S.C. 104, 
together with a terminal disclaimer in accordance with 37 CFR 1 .321 (c). For 
applications filed on or after November 29, 1999, this rejection might also be overcome 
by showing that the subject matter of the reference and the claimed invention were, at 
the time the invention was made, owned by the same person or subject to an obligation 
of assignment to the same person. See MPEP § 706.02(l)(1) and § 706.02(l)(2). It is 
noted that Applicant has yet to establish common ownership at the time the invention 
was made, as would be required to overcome the rejection. 

Eisenberg et al teach a method for designing a zinc finger protein comprising a 
first (F1), a second (F2), and a third (F3) zinc finger (ordered F1, F2, F3 from N- 
terminus to C-terminus), which zinc finger protein binds to a target site comprising, in a 
3' to 5' direction, a first (S1 ), a second (S2), and a third (S3) target subsite, each target 
subsite having the nucleotide sequence GNN, the method comprising steps of selecting 
the F1 zinc finger such that it binds to the S1 target subsite, selecting the F2 zinc finger 
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such that it binds to the S2 target subsite, and selecting the F3 zinc finger such that it 
binds to the S3 target subsite, thereby designing a zinc finger protein that binds to a 
target site (see entire reference particularly Figure 2, Example 6, and Column 20, line 
25 to Column 22, line 42). 

Eisenberg et al do not teach a method comprising selecting the F1 zinc finger 
such that it binds to the S1 target subsite, wherein if S1 comprises GAA, F1 comprises 
the amino acid sequence QRSNLVR, as required by the claim. Additionally, Eisenberg 
et al do not teach a method comprising selecting the F2 and F3 zinc fingers such that 
they bind to S2 and S3 target subsites, wherein if S2 and S3 comprise GAA, F2 and F3 
comprise the amino acid sequence QSGNLAR. 

Barbas teaches that a zinc finger domain having the amino acid sequence 
QRSNLVR has binding specificity for a target subsite comprising GAA (see entire 
reference, particularly Figure 1A). 

Case et al teach that a zinc finger domain having the amino acid sequence 
QSGNLAR has binding specificity for a target subsite comprising GAA (see entire 
reference, particularly Example 1 , Table 1 ). 

In view of the teachings of Barbas and Case et al, it would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made to have 
modified the method of Eisenberg et al so as to have included therein steps of selected 
the amino acid sequences QRSNLVR and/or QSGNLAR for binding to target subsites 
comprising GAA, and thereby to have designed a zinc finger protein meeting the 
requirements of the claim (as well as additional species of zinc finger proteins 
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comprising these sequences in a different order and/or in different combinations). 
Given the teachings of Barbas and Case et al that these particular amino acid 
sequences specifically bind to GAA target sequences, an ordinary artisan would have 
been motivated to have made such a modification for the advantage of designing a zinc 
finger protein or zinc finger proteins having the capability of specifically binding to this 
nucleotide sequence in any target molecules of interest that contain it. Further, an 
ordinary artisan would have been motivated to have designed and prepared the 
particular species of the instant claim (as well as the additional variants/species 
referenced above) for the advantage of having available particular zinc finger proteins 
specific for GAA target sequences for use in screening methods, optimization of binding 
to achieve expression of particular GAA-containing target genes under particular 
conditions, etc. 

9. Claim 1 is rejected under 35 U.S.C. 103(a) as being unpatentable over Eisenberg 
et al (WO 00/42219 A1 [7/20/00]) in view of Barbas (U.S. Patent 6,140,081 [10/31/00]) 
and Case et al (WO 01/40798 A2 [6/7/01 ; filed 1 2/6/00]). 

It is noted that effective filing date of the instant application is November 20, 
2001 , and that the Case et al reference therefore qualifies as prior art under both 35 
USC 102(e) and 35 USC 102(a). The Eisenberg et al and Barbas et al references are 
prior art under 35 USC 1 02(b). 

Eisenberg et al teach a method for designing a zinc finger protein comprising a 
first (F1 ), a second (F2), and a third (F3) zinc finger (ordered F1 , F2, F3 from N- 
terminus to C-terminus), which zinc finger protein binds to a target site comprising, in a 
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3" to 5' direction, a first (S1), a second (S2), and a third (S3) target subsite, each target 
subsite having the nucleotide sequence GNN, the method comprising steps of selecting 
the F1 zinc finger such that it binds to the S1 target subsite, selecting the F2 zinc finger 
such that it binds to the S2 target subsite, and selecting the F3 zinc finger such that it 
binds to the S3 target subsite, thereby designing a zinc finger protein that binds to a 
target site (see entire reference particularly Figure 2, Example 6, and pages 29-33). 

Eisenberg et al do not teach a method comprising selecting the F1 zinc finger 
such that it binds to the S1 target subsite, wherein if S1 comprises GAA, F1 comprises 
the amino acid sequence QRSNLVR, as required by the claim. Additionally, Eisenberg 
et al do not teach a method comprising selecting the F2 and F3 zinc fingers such that 
they bind to S2 and S3 target subsites, wherein if S2 and S3 comprise GAA, F2 and F3 
comprise the amino acid sequence QSGNLAR. 

Barbas teaches that a zinc finger domain having the amino acid sequence 
QRSNLVR has binding specificity for a target subsite comprising GAA (see entire 
reference, particularly Figure 1A). 

Case et al teach that a zinc finger domain having the amino acid sequence 
QSGNLAR has binding specificity for a target subsite comprising GAA (see entire 
reference, particularly Example 1, Table 1). 

In view of the teachings of Barbas and Case et al, it would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made to have 
modified the method of Eisenberg et al so as to have included therein steps of selected 
the amino acid sequences QRSNLVR and/or QSGNLAR for binding to target subsites 
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comprising GAA, and thereby to have designed a zinc finger protein meeting the 
requirements of the claim (as well as additional species of zinc finger proteins 
comprising these sequences in a different order and/or in different combinations). 
Given the teachings of Barbas and Case et al that these particular amino acid 
sequences specifically bind to GAA target sequences, an ordinary artisan would have 
been motivated to have made such a modification for the advantage of designing a zinc 
finger protein or zinc finger proteins having the capability of specifically binding to this 
nucleotide sequence in any target molecules of interest that contain it. Further, an 
ordinary artisan would have been motivated to have designed and prepared the 
particular species of the instant claim (as well as the additional variants/species 
referenced above) for the advantage of having available particular zinc finger proteins 
specific for GAA target sequences for use in screening methods, optimization of binding 
to achieve expression of particular GAA-containing target genes under particular 
conditions, etc. 

Conclusion 

1 0. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Diana B. Johannsen whose telephone number is 
571/272-0744. The examiner can normally be reached on Monday-Friday, 7:30 am- 
4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, W. Gary Jones can be reached at 571/272-0745. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




Diana B. Johannsen 
Primary Examiner 
November 2, 2004 



